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Table S1. Body weight gain and relative organ weight (%) after IV administration of

differently coated AgNPs. Data are expressed as means + SD.

Body weight
Group n gain Spleen Liver Lung Kidney Brain
Control -3.3+5 045+01 6.61+08 066+x00 180+02 1.77+0.1

10 nm AgNP-CT
10 nm AgNP-PVP
40 nm AgNP-CT
40 nm AgNP-PVP
100 nm AgNP-CT
100 nm AgNP-PVP
AgAC

-14.8+ 0.6 063+03 786+16 0.74+02 175+02 191+02
-93+44 066+03 6.60+08 071+01 1.71+01 1.71+02

0.0+3.0 043+0.1 653+06 065+02 164+02 173%x01
-26+23 045+01 721+06 066+00 195+03 1.83+0.1
-14+1.6 039+00 701+03 061+01 186+02 166+0.1
1.2+75 040+01 6.92+02 06500 173+00 164%01
-6.3+ 3.3 0.47+ 0.0 6.99+00 0.80+0.1 192+0.2 1.78+0.2

W W W W W W w w
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Table S2. Silver tissue concentration determined by ICP-MS after IV administration of

AgNPs and AgAc. Data are expressed as means (ug/g wet organ).

Organ
Group Mouse ID - - -
Spleen  Liver Lung Kidney  Brain Blood
Control B1 0.002 0.004 0.039 0.005 0.001 0.000
c2 0.006 0.005 0.017 0.002 0.001 0.000
A3 0.002 0.002 0.003 0.002 0.001 n.a.
Mean 0.003 0.004 0.020 0.003 0.001 0.000
SD 0.002 0.001 0.018 0.001 0.000 0.000
10 nm AgNP-CT Al 113.6 77.6 73.6 2.2 0.4 2.7
B2 1124 71.3 62.9 3.3 0.3 n.a.
C3 139.1 85.7 66.1 4.0 0.3 2.4
Mean 121.7 78.2 67.5 3.2 0.3 2.6
SD 15.1 7.2 5.5 0.9 0.1 0.3
10 nm AgNP-PVP F1 81.6 63.8 34.8 3.0 0.2 n.a.
G2 100.0 69.5 32.1 25 0.4 2.2
H3 82.3 74.2 31.3 2.9 0.3 2.1
Mean 88.0 69.2 328 2.8 0.3 2.2
SD 10.5 5.2 1.8 0.3 0.1 0.1
40 nm AgNP-CT E5 70.9 62.9 8.4 0.5 0.2 15
G3 109.7 79.3 10.1 1.0 0.2 1.1
H1 72.0 70.8 5.6 0.9 0.2 2.7
Mean 84.2 71.0 8.0 0.8 0.2 1.8
SD 22.1 8.2 2.3 0.3 0.0 0.8
40 nm AgNP-PVP A5 80.9 69.3 6.0 1.2 0.2 1.3
A6 68.6 67.7 4.9 0.9 0.2 0.8
El 59.6 58.2 4.7 0.9 0.2 1.0
Mean 69.7 65.0 5.2 1.0 0.2 1.0
SD 10.7 6.0 0.7 0.2 0.0 0.2
100 nm AgNP-CT C5 67.6 51.4 7.6 0.4 0.2 0.8
E6 61.9 56.9 10.9 0.5 0.2 0.7
D4 78.2 51.5 59 0.6 0.2 0.7
Mean 69.2 53.2 8.1 0.5 0.2 0.7
SD 8.3 3.1 25 0.1 0.0 0.0
100 nm AgNP-PVP D3 60.5 61.6 1.9 0.9 0.2 0.6
F4 54.8 62.7 2.8 0.7 0.2 0.7
G5 68.3 71.9 2.9 0.6 0.2 0.6
Mean 61.2 65.4 2.5 0.7 0.2 0.6
SD 6.8 5.7 0.5 0.1 0.0 0.0
AgAc H4 11.8 55.2 3.3 16.5 0.36 n.a.
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H5 19.1 63.2 4.1 13.8 0.43 n.a.
H6 10.6 78.6 4.3 10.2 0.36 n.a.
Mean 13.9 65.7 3.9 13.5 0.38 n.a.
SD 4.6 11.9 0.5 3.2 0.04 n.a.
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Fig. S1. Silver tissue concentration after IV administration of differently coated AgNPs and

AgAc. Data are expressed as means + SD.
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Fig. S2. Principal component analysis of silver tissue concentration data. PCA score plot (A)
and loading plot (B) on the first two Principal Components (PCs), which explain 86.6% of the
total variance (explained variance of 56.7% and 29.8% for PC1 and PC2, respectively). The

score plot represents data distribution, whereas the loading plot shows the relative weight of each
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variable (silver concentration in the considered organs) on the first two PCs. Data are classed by
treatment (Control, 10 nm AgNPs, 40 nm AgNPs, 100 nm AgNPs, and AgAc). The effect of
coating (CT or PVP) is highlighted only for AgNPs 10 nm, where this effect was visible,

whereas for the other treatments data distribution did not allow to separate CT from PVP.
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Fig. S3. Histology of spleen and liver after IV administration of 10 mg Ag/Kg in mice.
Representative images of spleen and liver (scale bar = 20 um) from vehicle- (control), AgNP (10
nm, 40 nm, 100 nm), and AgAc-treated mice. In H&E stained sections intracytoplasmic black
granular pigment (arrowheads) was multifocally (and often barely) visible in the spleen
(marginal zone and red pulp) and liver (along the sinusoids) of all AgNP-treated mice, but not in
AgAc-treated mice. In 10 nm AgNP-treated mice, black granular material was also evident in the

areas of hepatic necrosis (*) (scale bar =20 um).
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Fig. S4. Histology of liver from mice treated with 10 nm AgNPs. A-B) Characteristic pattern
of midzonal hepatocellular necrosis (*), affecting the intermediate region of hepatic lobule
between the portal tracts (P) and centrilobular veins (CV) (A, scale bar = 400 um; B, scale bar =
100 pm). C-F) In this liver, in addition to the midzonal hepatocellular necrosis, portal to
midzonal hemorrhages were particularly prominent, as well as the gall bladder (GB) mural
hemorrhage. At level of the portal tracts, endothelial damage of the portal vein (PV) with
presence of subendothelial hemorrhages (arrowhead), and intraluminal fibrin thrombi (*) was
found. Peribiliary microhemorrhages (*) were also evident (B = bile duct) (C, scale bar = 400

pum; D, scale bar = 50 um; E-F, scale bar = 20 pm) (H&E staining).
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